Follicular bronchiolitis (FB) is a rare small-airway pathology that is associated mainly with connective tissue diseases. This case report presents a new, diagnosed, different airway disease in a non-smoker with rheumatoid arthritis in remission who was treated for presumed asthma, but was not controlled. She was ultimately diagnosed with FB after video-assisted thoracoscopic surgery. The clinical findings of FB were controlled successfully by colchicine after she did not respond to systemic steroid therapy. This is the first case report of FB associated with rheumatoid arthritis that responded to colchicine.
Introduction
Follicular bronchiolitis (FB) is a rare small-airway pathology that is characterized by bronchiolocentric hyperplastic lymphoid follicles. It may occur secondary to antigenic stimulation and may be part of the general lymphoid response of the lung. FB has been reported in patients with rheumatoid arthritis (RA), Sjögren's syndrome, immunodeficiency syndrome, and hypersensitivity reactions. [1] [2] [3] [4] [5] [6] As FB is occasionally confused with asthma or COPD, FB has also been reported with asthma. 7 There is insufficient experience regarding the treatment of FB.
Case Report
A 40-y-old female was referred to our clinic with uncontrolled asthma. She was a non-smoker and had been diagnosed with RA 16 y earlier based on pain in the joints of her feet (inflammatory arthritis involving metatarsophalangeal joints in the feet for Ͼ 3 months, positive rheumatoid factor, and elevated C-reactive protein levels and erythrocyte sedimentation rate). She reported that the first 2 episodes were controlled with non-steroidal anti-inflammatory drugs, but the last severe joint involvement 6 y earlier did not respond to this treatment, so she was treated with sulfasalazine and systemic steroids for 1 y. Since then, she had no joint complaints and had not been on anti-rheumatic therapy. She reported that she was diagnosed with asthma 3 y earlier, with wheezing and coughing, and that her complaints had increased steadily over the past year despite taking asthma medication. She had no history of environmental or occupational exposure. Common prick and intradermal tests for general atopy were negative. A hemogram showed no eosinophilia. Pulmonary function tests showed an FVC of 2.25 L (77%), an FEV 1 of 1.65 L (66%), an FEV 1 /FVC of 0.73, and a diffusing capacity of the lung for carbon monoxide of 47 mL/min/mm Hg (68%). The early and late reversibility tests were negative in the pulmonary function tests. Because of the low FEV 1 , a nonspecific bronchial provocation test with methacholine was not planned. The clinical presentation in this non-atopic female patient was not compatible with asthma; she did not report an episodic course (bronchospasm attacks triggered by allergens/nonspecific asthma triggers). Thus, the previous asthma diagnosis was excluded. Thoracic computed tomography showed bilateral bronchial wall thickening, bronchiectasis, and bilateral patchy areas of consolidation accompanied by peribronchial fibrosis in the upper lobes. These lesions were dominant in the anterior segment and in the right, anterior, and lingular segments in the left side (Fig. 1) . Bronchoscopy was normal; bronchoalveolar lavage showed 18% neutrophils, 14% lymphocytes, 1% eosinophils, and 67% macrophages. A transbronchial biopsy was not diagnostic. Sulfasalazine toxicity was excluded, as it had not been used for 5 y. Chronic eosinophilic pneumonia, allergic bronchopulmonary aspergillosis, and Churg-Strauss syndrome were excluded because there was no peripheral or bronchoalveolar lavage eosinophilia; a negative skin test and normal total immunoglobulin E; and no peripheral neuropathy, eosinophilia, skin involvement findings, or sinusitis, respectively. Video-assisted thoracoscopic surgery was performed to obtain tissue for a definitive diagnosis. The histopathological examination revealed FB characterized by bronchiolocentric hyperplastic lymphoid follicles (Fig. 2) . FB was considered to have developed due to RA. The patient was started on prednisolone at 1 mg/kg, but it was discontinued due to severe steroid-induced side effects and continued wheezing and coughing for 4 months. She was started on 0.5 mg of oral colchicine twice daily. The colchicine therapy produced an improvement in her clinical signs, with no bronchospasm or coughing. The treatment was continued for 4 y, and the patient showed significantly improved computed tomography findings (Fig. 3) and breath sounds. During this period, no joint complaints due to RA or respiratory symptoms recurred. The pulmonary function test at the 4-y follow-up showed an FVC of 2.33 L (83%), an FEV 1 of 1.75 L (73%), an FEV 1 /FVC of 0.75, and a diffusing capacity of the lung for carbon monoxide of 53 mL/min/mm Hg (77%).
Discussion
In this case report, we present a rare airway disease due to RA. The patient was treated initially for presumed asthma, which was not controlled. After being diagnosed with FB, she was treated successfully with colchicine after not responding to steroids.
The literature includes a case of FB associated with asthma and chronic eosinophilia. 6 FB is a disease of exacerbations, complicated by infections. Steroid therapy has clinical benefit in half of all patients, 8 but was not effective in our patient. Therefore, colchicine treatment was initiated, followed by improved clinical findings, pulmonary function tests, and radiological images without side effects.
The exact mechanism of the benefit of colchicine in this patient with FB is not clear. The therapeutic effect is thought to be related to the ability of colchicine to disrupt microtubules and to concentrate in leukocytes, especially granulocytes, where it can reach high concentrations, even at low oral doses. Neutrophilic inflammation has been reported in FB cases, [8] [9] [10] as in our case. This neutrophilic inflammation can predispose to a colchicine response. Colchicine has been used to treat different clinical features related to RA, such as neutrophilic dermatosis, methotrexate-induced accelerated nodulosis, pustular vasculitis, and recurrent pericarditis. 9, [11] [12] [13] Important data regarding longterm colchicine use was obtained from patients with familial Mediterranean fever and Behçet's disease. 14, 15 Colchicine is known to have an effect on the pulmonary fibrotic process. Colchicine combined with prednisone has been used to treat idiopathic pulmonary fibrosis. 16 In conclusion, we present a rare case of FB associated with RA that was initially presumed to be asthma. In our case, colchicine improved the symptoms and signs of FB. To our knowledge, this is the first report of FB associated with RA that responded to colchicine, but not to steroids. This case suggests that colchicine should be included in the treatment options for FB.
